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CLINICAL TRIALS AND OBSERVATIONS

Patients with CLL have a lower risk of death from
COVID-19 in the Omicron era
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Previous studies have shown that patients with chronic lymphocytic leukemia (CLL) and
coronavirus disease 2019 (COVID-19) have high mortality rates. Infection with the
Omicron variant has been described as a milder disease course in the general population.
However, the outcome for immunocompromised patients has not previously been
reported. In a cohort of patients with CLL tested for severe acute respiratory syndrome
coronavirus 2 (SARS-CoV-2) at hospital test sites in the time periods before and after
dominance of the Omicron variant, rates of hospitalizations and intensive care unit
admissions declined significantly, whereas 30-day mortality remained as high as 23% in

® In the era of the
Omicron variant of
COVID-19, lower
fatality rates in CLL are
seen along with milder
disease in the
background population.

® Patients with CLL who
have hospital contact
and test positive for
SARS-CoV-2 should still
be considered for

the period with dominance of the Omicron sublineage BA.2 variant. However, for a larger
population-based cohort of patients with CLL (including the hospital cohort), 30-day
mortality was 2%. Thus, patients with CLL with close hospital contacts and, in particular,
those >70 years of age with 1 or more comorbidities should be considered for closer

preemptive therapy.

monitoring and preemptive antiviral therapy upon a positive SARS-CoV-2 test.

Introduction

The severe acute respiratory syndrome coronavirus 2 (SARS-
CoV-2) B.1.1.529 (Omicron) variant of coronavirus disease 2019
(COVID-19) is reported to give milder disease in the general
population; outcomes for immunocompromised patients have
not been reported. Here, hospital- and population-based data
on outcome for patients with chronic lymphocytic leukemia
(CLL) upon infection with the Omicron variant of SARS-CoV-2
warrant close monitoring and preemptive therapy upon a posi-
tive SARS-CoV-2 test for patients with CLL and frequent hospital
contacts; other patients with CLL can expect a mild course of
COVID-19.

Patients with CLL have increased morbidity and mortality follow-
ing infection with SARS-CoV-2, leading to COVID-19.? The
immune dysfunction inherent to CLL itself and CLL treatment,
whether targeted or chemoimmunotherapy based, is considered
the likely cause of increased susceptibility to severe COVID-19.3
During the first and second pandemic waves, most CLL patients
with COVID-19 developed severe disease, and the 30-day mor-
tality was 31% to 50% for those admitted, although one study
indicates improved survival for patients with CLL upon COVID-
19 later in the pandemic.'”* Further, patients with CLL demon-
strated impaired vaccination response in terms of ability to pro-
duce neutralizing anti—-SARS-CoV-2 antibodies, even though the
T-cell response was also impaired for part of the populations.>®
Data on outcome upon infection with SARS-CoV-2 Omicron

variant is warranted for immunocompromised patients in general
and for patients with CLL in particular.” The first Danish Omicron
case was detected on 25 November 2021. The variant became
dominant in Denmark by 17 December 2021, enabling high lev-
els of breakthrough infections among vaccinated individuals.®

In Denmark, all patients diagnosed with a hematological malig-
nancy were offered third and fourth booster vaccination against
SARS-CoV-2 in August 2021 and January 2022, respectively. At
the same time, a single dose of anti-SARS-CoV-2 monoclonal
antibody (mAb) was recommended for immunocompromised
patients testing positive for SARS-CoV-2 with sotrovimab being
the most widely used mAb in Denmark, while the standard of
care for immunocompromised patients admitted with moderate
to severe COVID-19 was dexamethasone, low molecular
weight heparin, and remdesivir."""'? Remdesivir was widely used
for hematological patients regardless of disease severity since
approval mid-2020."*'* Sotrovimab retained its neutralizing
activities against the Omicron BA.1 sublineage, but recently,
in vitro studies have shown reduced activity against the BA.2
sublineage.''¢

Methods

Insights into potential variation in clinical outcome for immuno-
compromised patients upon infection with the Omicron variant
is limited. Here, we investigated the rate of hospitalization,

€ blood® 4 AUGUST 2022 | VOLUME 140, NUMBER 5 445

%20z AeIN 61 U0 3sanb Aq ypd"2+1.91.0220ZPIGPO0IA/6812161/SF1/S/0Y L /Pd-ajone/poojd/jeusuonedligndyse//:dpy woly papeojumoq


https://crossmark.crossref.org/dialog/?doi=10.1182/blood.2022016147&domain=pdf&date_stamp=2022-08-04

Downloaded from http://ashpublications.net/blood/article-pdf/140/5/445/1912189/bloodbld2022016147.pdf by guest on 19 May 2024

1591 sues-6o| ayy Buisn pajejnojed alem sanjea 4 ‘sdnoibgns g ||e ssouoe
seduaJaylp 10} sisa) alenbs-X Buisn paisal alem (abejussiad) unod Aq pazuewwns sajqeliea |esuobaled sealaym ‘sisal sijlepr-|edsnuy Buisn palsal aiam (YOI) abuel ajuenbisiul pue ueipPaW YUM PaZURWWNS S3|GeLIBA SNONUIIUOD) "HOYOD YHT Byt
1o} a|qe|ieAe Ajuo aiam spoliad awi JUBIBHIP 8y} Jo) 4|-QIAQD Uodn Juswieal) suoseylawexap pue ‘IAlsapwal ‘(qyw) | -QIAQD IsuteBe saipogiue jeuopouow uo eleq ‘Ajaandadsal ‘spoyod uonendod pue yHI 104 ZZ0Z Yo4eN £ pue zzoz Aenuer
82 01 zz0z Kienuer | i pouad pue ! zoz Jaquiedaq 01 |0z Joquianop 9z € pouad ! z0z JaquienoN Gz 01 |z0z Aienuer iz pouad !0zoz Joquedaq Lg 01 'Ajaanoadsal ‘spoyod uonendod pue yH3 Joj 0z0z Joquiaidas 9| pue yole Z| | pousd

anjeA ¢

(£Ly = u)
uone|ndog

(e =u)
dH3

 pouad

uonejndod

(ze =u)
dH3

€ pouad

1591 , 6L-AIAOD jo pouad pue (uopejndod uo YH3I) 10Yod Uo paynesys ‘sonsuLdRIRYD JUSRR *| d[qel

uonejndod

(oy = u)
dH3

Z poliad

(vz = u)
uone|ndog

L pouad

ov9 Ly 0 €L 0 99 0 4 0 Buissiy
SLO (v'L€) 8y N (S°sp) 0L VN (90p) €1 VN (S21) L VN (50€) 81 ON
(9°89) SOL N (Svs) zL N (7°69) 61 VN (5z8) €€ VN (5°69) Ly SOA uoIssIWpY
[Tz 8Ll L 8l vl Sl LL L Le Buissiy
89" (1°9) 62 (Lv) L1 (L9 1 000 e (69) € o€l e 69 L oz dzilea
W) ey (£9) vz (002) € (59 ¢ (e (8°6) S (el € (6'9) L (9¢€ 1L biilea
(Z's1) 98 8vl) €5 (002) € oL 6 82§ @19 o€l € 9/1) € €vL) v 4118
Sz 1L (€z1) v (L9 oL 6 (0o ©91) 6 Wiy 69 L (zone [ewoN
(£°69) 8€€ ©9°19) Lzz (L9v) L (8°19) ve (009 6 (6¥5) 82 (5ev) oL (Lv9) L1 (€v9) 81 beileg sniexs HS|4
S6l 88 L LL [L 4! L1 9 Le Buissiy
oL (6°04) vy (0°€s) v82 (008 zL (1°99) L€ (009 6 (£'99) 9¢ 6709 vl (£99) 21 (r'L0) 0z paleini\
(1°62) vLL (0°22) soL (002 € (6€€) 61 (oon 9 (€ee) 8l (1°6€) 6 (€€€) 9 (982) 8 psieinwun | smeis AHD)|
144 0 € 0 ol 0 Ll 0 014 Bussiy
L60° (52 61 (1201 (Solz 0o 000 ooz e L €8z (1s)z 2
(L'zL) 16 (9°€l) 59 8sl) e S9)¥y S L (90l £ (L02) 9 €8z woe g
(€'58) 69 (€v8) Zov (Len) v (Sv6) 69 (556 LT (r'98) LS 650 22 (€€8) 0C (18 v v | ebeisieug
€ 0 L 0 ) 0 0 0 L Buissiy
[£10zZ ‘z102] | [z10Z 'ziozg) | [8L0z 'vLoz] | [£10z ‘cloz] | [8L0z ‘viozl | 910z ‘eLoz]l | [8L0z ‘oL0zl | [910z ‘ziozl | [610Z ‘ZL0Z] [¥oll
740} S10z SL0z £102 SL0z 910z S10z S10z SL0z £102 uelpay | sisoubelp 710
L& (r'19) L8 (1°29) 962 (1°69) €1 (€09) v¥ (529 0z (9°€9) z¥ (529 €z (8024 L1 (Tvs) ze Slen
(9°8€) 90€ 628 181 6ov) 6 (L°68) 6T (528 zL (r'9¢) vz Sz L1 62) L (8'sv) L2 Slewa xag
182 %9 [LL '¥9] (508 ‘02/] (L2 '€9] [0°€8 '8°69] (82 ‘29l [0Z8 ‘289l [S¥L ‘TvS] [5°08 ‘519l
25000 zL zL 9L oL S/ oL LL S0L LL [¥OI] uelpaN | ¥Dd e eby

ajelieno)

NIEMANN et al

446 € blood® 4 AUGUST 2022 | VOLUME 140, NUMBER 5



Downloaded from http://ashpublications.net/blood/article-pdf/140/5/445/1912189/bloodbld2022016147.pdf by guest on 19 May 2024

159} yues-6o| sy Buisn pajejnojed aiem sanjen 4 “sdnoibgns g |je ssode
sadUaJaYIp 40} s159) asenbs-X Buisn paysel alem (ebejusdiad) 1unod Aq pezuewwns sajqelien [edLoBeled seasaym ‘sisal sijlepn-|esnay Buisn peise) aiem (YD) oBues sjenbisiul pue UBIPAW YIM POZLIEWWNS S9|GRLEA SNONURUOD "HOYOD YHT dy}
1o} a|qe|iene Ajuo aiem spoiad swin 1UBISHIP 8y} 4o} 4|-QIAOD uodn jusuiess) suoseylawexap pue ‘iAlsapwal (qyw) |L-QIAOD IsuleBe saipognue [euopouow uo eyeq “Aj@Aanoadsal ‘'suoyod uonendod pue YH3 Jof zz0Z Y4B £ pue zzog Atenuer
8z 01 220z Kenuer | i pouad pue !|z0z Joqweds O} |Z0Z JoquianoN 9z € pouad {|z0z JoquanoN Gz 01 |z0z Aenuer iz pouad !0z0gz Jequeds g 01 ‘Ajleanoadsal ‘spoyod uoneindod pue yH3 40} 0Z0Z Joqueides 9| pue Yoley zZ| | Poudd

anjeA d

(LLy = u)
uonejndogd

(2g =u)
dH3

v poued

(€L =)
uonejndog

(ze = u)
dH3

€ poued

(99 = u)
uonejndog

(oy = u)
dH3

Z pousd

L poued

(penunuod) °|, e|qey

ov9 LIy 0 €L 0 99 0 vZ 0 Buissiy

1000"> (v'08) €21 N (9°€9) ¥1 N (529) 0z N (052) og N (0001) 65 ON
(9°61) 0€ N (r'9¢) 8 N (e 2L 4N (0sz) oL N 000 SOA qvw

ov9 LY 0 €L 0 99 0 144 0 Buissiy

610 Ten ezl N (7'98) 61 N (s vz N (0°s8) 2z N (L60) Ly ON
(892) Ly N (9€L) € N (0s2) 8 VN (0sp) 8L VN (€02) z1 SOA JINsapway

ov9 LLY 0 €L 0 99 0 144 0 Buissiy

060° beneLL VN (8°18) 81 VYN (611) €z 4N (009) vz VN (v'18) 8¢ ON

mCOmmﬁqu

(1'92) o VN @8l ¥ N (1'82) 6 VN (©or) 9L N (981) L1 SoA -exaQ

1000> (€°56) 9L (z66) €Ly €L0) L1 (Sv6) 69 (9°06) 62 (6°€6) 29 (5z8) €€ (000l) vz (1°€8) 6% ON
(Lv) L€ (80 v (tza) s (G9) ¥ e e (19 v (S21) L 000 (6'91) 0L SOA paid

ov9 Ll 0 €L 0 99 0 vz 0 Buissiy

9T (§°16) O¥L N (0'00l) z2Z VN (6796) LE N (528 &€ N (1'88) z§ ON
(58 €L VN (000 VN (et VN sz s VN (67L1) £ SAA NI

ajelieno)

€ blood® 4 AUGUST 2022 | VOLUME 140, NUMBER 5 447

OMICRON COVID-19 IN CLL



A 1 =2 +3 =4 B 1 =2 =43 =4 C 1 =2 =43 =+4
1.00 4 1.00 1.00
- p=0.18
S - ; &
2 0.75 = 0.75 - £ 075 —_—
= = =
k=) s 3
-~ > S
S 0.50 £ 0.50 - 2. 0.50 1
= = E]
3 3 =
_‘g“ 0.25 - & 0.25 4 S 0.25 4
= a-
[«
p =0.025 o p=0.71
0.00 - 0.00 4 L ¥ 0.00 4
0 5 10 15 20 25 30 0 5 10 15 20 25 30 0 5 10 15 20 25 30
Time (days from +PCR) Time (days from +PCR) Time (days from +PCR)
Number at risk Number at risk Number at risk
=59 22 20 20 18 18 18 = 59 55 51 47 45 45 45 = 59 58 58 54 52 51 50
=40 8 7 6 6 6 6 =40 32 29 29 29 29 29 = 40 37 33 33 33 33 33
=32 18 16 15 15 14 13 == 32 32 30 30 30 29 28 == 32 32 31 31 31 30 29
=22 12 10 10 9 8 7 =22 21 18 18 17 15 13 =22 21 18 18 17 15 13
D +1 =2 +3 +4 E +1 +=2 +3 +4
1001 — 100 = =—————y
£ 0751 £ 0751
= =
S S
w w
; 0.50 - ; 0.50 -
= =
3 3
S 0.25 - S 0.25 -
[T a-
p = 0.0021 p < 0.0001
0.00 - 0.00 -
0 5 10 15 20 25 30 0 5 10 15 20 25 30
Time (days from +PCR) Time (days from +PCR)
Number at risk Number at risk
w24 24 24 24 24 24 24 == 83 82 82 78 76 75 74
- 66 66 66 65 65 63 62 =106 103 99 98 98 96 95
=73 73 72 72 71 70 69 == 105 105 103 103 102 100 98
w= 477 477 475 474 474 473 473 =499 498 493 492 491 488 486

Figure 1. Admission to hospital, admission to ICU, and overall survival upon COVID-19 in CLL. Kaplan-Meier curves for (A) admission to hospital, (B) admission to
ICU, (C) overall survival (OS) for the EHR cohort, (D) OS for the population cohort, and (E) OS for the combined cohort. Data are stratified for the following time periods:
period 1: 12 March and 16 September 2020 for EHR and population cohorts, respectively, to December 2020; period 2: January 2021 to 25 November 2021; period 3: 26
November 2021 to December 2021; and period 4: 1 January 2022 to 28 January 2022 and 7 March 2022 for EHR and population cohorts, respectively. Patients represented
within the EHR cohort (A-C) are excluded from the population cohort (D). P values were calculated using log-rank test for differences across the 4 subgroups.

admission to intensive care unit (ICU), and mortality following
infection with SARS-CoV-2 among patients with CLL in a Danish
cohort with SARS-CoV-2 polymerase chain reaction (PCR) test
from electronic health records (EHR) between March 2020 and
January 2022 (EHR cohort). Additionally, we analyzed a cohort
of patients registered with a diagnosis of CLL in the Danish CLL
registry’’ for whom a positive SARS-CoV-2 PCR test was identi-
fied through the PERSIMUNE treatment database with microbi-
ology data retrieved as previously described (population
cohort).”® As data on variants were missing for most patients,
we grouped patients into 4 time periods based on the first posi-
tive SARS-CoV-2 PCR: period 1: March 2020 to December
2020; period 2: January 2021 to 25 November 2021 (first
Omicron case in Denmark); period 3: 26 November 2021 to 31
December 2021; and period 4: 1 January 2022 to 28 January
(Omicron variant dominating from 17 December 2021 and subli-
neage BA.2 dominating from 1 January 2022). Data were
retrieved from EHR covering a background population of ~2.8
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million individuals."” We included all patients with a CLL diagno-
sis (ICD10 code DC91.1) and a positive PCR for SARS-CoV-2
within the EHR (EHR cohort). The population cohort initiates in
September 2020, the time of introducing widespread testing out-
side the EHR. Patients with multiple positive PCR tests >12
weeks apart were considered as having reinfection. Baseline char-
acteristics were stratified by time-period of first positive SARS-
CoV-2 PCR test (Table 1). Primary outcomes were time to hospital
admission, time to ICU admission, and 30-day mortality. We fol-
lowed patients from date of first positive PCR until event, death
or date of last follow-up (22 February 2022 and 15 March 2022
for the EHR and population cohort, respectively). The study was
approved by the ethics committee and data protection agency.

Results and discussion

Until 28 January 2022, 151 patients with CLL had 153 COVID-19
infections confirmed with a positive PCR test for SARS-CoV-2 in
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the EHR system for Eastern Denmark (EHR cohort). Two reinfec-
tions were identified with positive PCR tests >1 year apart.
Additionally, we identified 640 patients within the Danish CLL
registry with a positive SARS-CoV-2 PCR test outside the EHR
system (population cohort). No reinfections in terms of patients
with positive PCR tests >12 weeks apart were identified within
this cohort (patients within the EHR cohort were excluded from
the population cohort). Stratified by period, 59, 40, 32, and 22
patients in the EHR cohort were first PCR positive in time peri-
ods 1 to 4, respectively. In the population cohort, 24, 66, 73,
and 477 patients were first PCR positive in periods 1 to 4,
respectively. There were no significant differences in baseline
characteristics between the 4 periods, but patients in the EHR
cohort were significantly older compared with patients in the
population cohort (P = .0052), even though the patients in the
EHR cohort were also diagnosed with CLL significantly more
recently (Table 1; P = .024). At least 43 of 109 (39%) and 190 of
640 (30%) patients in the EHR and population cohort, respec-
tively, had received CLL therapy prior to testing positive for
SARS-CoV-2 (P=.054. For the EHR cohort, the rate of hospital-
izations for patients with CLL testing positive for SARS-CoV-2
was significantly higher (>75%) during the second period com-
pared with periods 3 (Omicron emergence) and 4 (Omicron
dominance), where preemptive mAb were administered during
hospital admissions for patients with CLL upon a positive SARS-
CoV-2 PCR test (Figure 1A; P < .014). During period 3 and 4,
mAb were administered at outpatient visits, which likely explains
the lower 30-day admission rates (56% to 60% vs 83%). ICU
admission rates were highest prior to emergence of Omicron
(12% to 12.5% vs 0% to 3%, Figure 1B), which may reflect
impact of a third and fourth booster vaccine, improved care for
patients with COVID-19, and differences in severity between
SARS-CoV-2 variants."""229 The ICU admission rates were
lower than previously reported in international cohorts of
COVID-19 in CLL (26% to 37% for hospitalized patients).'?
This could be due to the full implementation of early treatment
with mAb, almost universal treatment with remdesivir for hospi-
talized patients without renal failure, and high vaccination rates
and administration of up to 30 L/min oxygen outside the ICU
in Denmark.

For the EHR cohort, 30-day OS was above 75% in all 4 periods
(77% to 91%, Figure 1C). Despite representing a cohort with
close hospital connection (EHR cohort), these survival rates are
slightly better than the previously reported OS rates for COVID-
19 in CLL during the first part of the pandemic (64% to 73%),
although one study reported a higher OS rate of 89% for CLL
patients testing positive for SARS-CoV-2 after 1 May 2020."?
Five out of 6 fatal cases (including deaths after 30 days) in
period 3 were infected with the & variant (missing variant infor-
mation for the last case, data not shown). The 5 patients who
died within 30 days of a positive SARS-CoV-2 test in period 4
were aged above 71 years, and all had comorbidities (eg,
dementia, other malignant diseases, diabetes, cardiac and pul-
monary comorbidities). Four of the 5 fatal cases had confirmed
Omicron variant, while variant data were missing for the last
case. Three of the 5 patients died of respiratory failure, and 2
patients died at home without known cause of death. Two of
the fatal cases received mAb and dexamethasone and 1 of

OMICRON COVID-19 IN CLL

them also remdesivir; the 3 remaining fatal cases did not receive
COVID-19-specific treatment. To assess whether the EHR cohort
was biased toward patients with more severe COVID-19 and/or
CLL disease, we next identified the population cohort who
tested PCR™ for SARS-CoV-2 outside the EHR system. Only OS
could be assessed for this population. Gradually improving
30-days survival rates were demonstrated from periods 2 to 4
(93.9%, 94.5%, and 99.2%, respectively; no deaths were seen in
time period 1, which started 16 September 2020 with mass test-
ing; P < .002; pairwise log-rank, Figure 1D). When combining
the 2 cohorts, 30-day OS rates gradually improved from periods
1 to 4 (88.0%, 89.6%, 93.3%, and 98.2%, respectively), with a
significantly higher OS in the O BA.2 period compared with
periods 1 to 3 (P = .0077; pairwise log-rank, Figure 1E).

Limitations apply to this study; the size of the EHR patient popu-
lation was limited, and patients with CLL testing positive for
SARS-CoV-2 outside EHR test sites were only included in the
population cohort. Thus, the improved outcome in the popula-
tion cohort may reflect less severe CLL, less severe COVID-19,
and/or less comorbidity.

Based on epidemiological data from South Africa,?’ the inci-
dence of SARS-CoV-2 seems decoupled from the incidences
of hospitalization and death upon emergence of the Omicron
variant, while previous vaccination seems to protect less
against infection with the Omicron variant of SARS-CoV-2.%2
This study indicate that Omicron sublineage BA.2 pose a simi-
lar risk of fatal COVID-19 only for patients with impaired
immune function due to CLL and a close hospital contact
either due to CLL or COVID-19,>"® with an estimated 30-day
OS rate of 77%. It should be emphasized that patients in the
population cohort may also have been hospitalized, but no
data on this were accessible. The overall population of patients
with CLL seems to have a much milder course of COVID-19
during the era of the Omicron variant, especially during BA.2
dominance, with a 30-day fatality rate <2%. Thus, patients
>70 with CLL and 1 or more comorbidities and hospital con-
tact due to CLL or COVID-19 should be considered for closer
monitoring and preemptive antiviral therapy upon a positive
SARS-CoV-2 test.
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